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© A Mycooactenum bows BCG polypeotide having a molecular mass of about 64 kD was found to oe useful 
an immunogen mcucing resistance to autoimmune annritis and similar autoimmune diseases ' " 

The invention relates to the use of this polypeptide for the preparation of compositions for tn= aiiev.a-r 
treatment and diagnosis of autoimmune diseases, especially annritis conditions. 

has n1e^o?mula''" *° ^ Polypeptide comprising the epitope essential for this activity. The polypeot.de 

l*^! lEI 191 221 

GVITVEESM FGLOLELTEG MRTDKCYISG \F\;TDP'?2-^ 

211 221 231 

AMEDPYILL I'SSKLSTl'KD LLPLLEKVIC. 

Further, the invention relates to polypeptide showing sequential homology with said polypeptide and •= 
derivatives and multimers thereof. Also, microorganiems expressing the polypeptides either as such or a^ pan of 
a fusion protein or as a multimer. form part of the invention. 

Finally, the invention relates to pharmaceutical compositions, diagnostic comoositions and test kits comon.. 
ing a compound according to the invention. « u 
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razo:: sera. The anicle states that among 770 clones tested cgveral were foi.nri th,. ^.r-- 
myc:=a.-:er:a. ant.gens m iow amounts. w.th concentrations g^n Tse to Jhroe--^ nn'^ '"T' 
pa.cu:ar =,cne was chosen ,or funher .nvest,gat.on. Th,s clone%rL.cec a 64 D anr-g "b"- 

oc,a,ned. The amcle shows that antigens cross-reacting with the 64 kD prote.n are p^ecenf-n^w.^" , " 
of mycooactena and also .n so-called purified protem oenvatives which are ro^.nelv u"ln f 

sHd aiVoVr ' r '''''' '''' ^^^"^'"^^^ ^'^^^^ -'--^ t^e o^esen^cro n^dlta^::!"!- 
64 kD antigen in sera from tubercolosis patients. ^"jc-ies =cc.r.s. ihe 

Accorcing to the present invention. Antigen A was found to have the following ammo' acid seeuence; 



^} ^r*iJP'^^'^-^ AJLRGLERCU; AlApAVATL CPKCXNTVLZ KKVCAPTIi:; DCVS-i'-'^-- 
61 LEDPYIKIGA EU'KEVAKXT DDVAGDGT7T Ar/UQAUH EGULV.V^GA GL:."' '^r 
« -^y!P~^'^ LKGAXr^ETK EQIAATAAIS AGDQSIGDLI AEAMDIC/GNE GV:r;-"V^":- 

^« icl rGUJLELIEG liRFDKGYISG YrvTDPERQE AVLEDPYILL VSS'^^SVr^ ' ^ ■ 

:t} ^-E^-LIIAE DVEGEALSTL WKKIRGTHC SVAVKAPGFG DPJLKAMLQDM AT--GG--'-S 

t:ySI!^:'''^ dlsllgkark wvtkdetti vegagdtdai agrvaqiroe ie:Tsdsdv"' 

3=1 E.<i^r.RUXL AGGVAVIKAG AATE\'ELKER KHRIEDAVR.V AKAAVEEGIV AGGGV-- '! 
,0 friJ?fP^^^ GDEATGA.VIV KVALL^.PLKQ lAFNSGIEPG WAEKVR.NTP AGHGLlirc^G 

-81 V:iD^I^^G; ADPVIC/TRSA UJN'AASIAGL FLTTEAWAD KPEKEK.ASV? GGGD'-'GG'-'- ^ 
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Dstciiec d:s:i.'££ior. cf the invention 



so 



As mentioned above clones A2b and A2c as disclosed in 'EP A 0 181 3R4 r-n- „ . 



-E A. 



A "ii con:r. CVA Cor., 



« A2i ISO 500 2.9 

30-; 516 



■430 

1.5 - • 

1.5 1.2 4. g. 



>nduit;v;~.^r;~srTr^^^^^^ ^ — 

follows: ^^^^ ' Challenge aner immunization was carried out as 

r;r.ri*::^~„— ^^^^^^^^^^ 

taoie E. '^^"y inspection of the rat joints. The results a.-e snown ,n 



4 



0 252 710 



«CA KATr. 
1-24 



20 



core: . fl 5 , 
Legion/ 



25 



30 



35 



40 



-<5 



SO 



HAT?. 1-24 ani FAT-IC are nonoclc-al ar.ilt^cie: 



"513 respective I' 



55 



~ m„, ,„ „e P™«n. a.,„o ^.r/oe « Z "pX "uTaS^ — ' 

means of recombinant-DNA terhninupc fragments were obtamec Dy 

Antigen A ammo acid sequence 61-S40 109.540 JSo ,7, 5^ . "^ 
«puencee .72.s« an. .80-540 ,„e no, .la" -SL ^e ^arotVeacZ "™ 

a« « ;„Tsr.e,«s ,„ a.,„p 

In oroer to further charaaerize the area whicn is essential fnr th<=. t - „ 
Antigen A were tested for ,he,r stimuiaUng activity on botfTTe i dones Sl^T' 
yielded only one reactive m.xture of Jo peotidrih Ji^ e "c'ed'^ TZa -th c,,3t.ca,n 
were not separated, are designated as CPiSa and CP 1 5b The CpT. S L ° 
193 and that of CPiSb stans w.th amino ac.d 197 '''^'"s witn arr.mc a::= 

seo.^'n^"r^^::fngtit!:^^^^^^^^^^^ [^3^^- rr^sor °' "° ^^^""^ '^^-^^-^^^^ - ^' 
seouence of Which sLs wuh am.no-acid 209 T;e car^^^^^^^^ " ' "-n-ea=::ve ceofce. -..e 

It may be concluded from these re "ult L?L"^r oetermmea. 

A2b and A2= resides .n Antgen A 'aV, ^en °r=3T3T?J^Jr ^'T'^^" °' -"'^-"^^^ 
sequence 193-208. 'eauence 1.3-234. ana more specifically in tne am.nc ac;3 
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means so as lo establish the oresence ana cesree of '"Ivrrnnnr-r^ 

nentionec: 'vmpnoc,te activation: amongst jness mere may oe 

a. proauciion of lynr^pnoKines {sucn as inierleuKtn-2-(IL-2)); 

b. gamma interferon: 

5 c, migration inhibition factor (MiF)- 

.™.::c~ ?~ rr r,r rr; ™c ~: r^'- - 

comoonents. Standeraized kits w.th rof^r^nV. ! Gennea with suitaoie adjuvants anc auxiii 



ary 
raoic ana 



Claims 

1. Use of peptide of the formula 
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1 fy-^KIlAYDEE .^.RGLERGLN- AL^DA-.-v.-r G^'-'G'^-"- r . 

121 K/-'"~ ' T-,-.., . — ._-.Q.-.L.?. ^'^U^T.'.-i-r.:. ».-=i r- -.-r 

13^ rci^T--;^ ^r^-lt-v^-l' Ji-.r"'^-^'^ •-•cocsiGDLi a£.:jo:<vgT:z gv-~7^^"c*:- 

" 24 ;GSrrr::r H^^^^^r'ifr -^^^^^i^i- vsskvs— d li ^lEkv a 

351 zklqerl:- agg^I^J^g L;^--'"::,^ .;.S:-EJ:H;-c. ^'t^'-rfi-'-^^ irio-^.-v-. 

^21 APTLDZU-CLE GDEATG.C;:v ^I'^r^^:^ AGGGVTlirA 
^Sl \TEDLI.^AGV .j^-^-.^-^s . • -•r~':h:? bid^-"^ ^-AEI-rrpj:!? AGHGUCACTG 
.-.x.iA-.-.-AD K?E::E:-:iSV? GGGDXGG:::- 

l^sUcXa^ ' -S-^'S o< au.o,...une cseases/ 

2. Poiypeotiae having tne following ammo acid seauence: " ' 

lEl 1Q1 ^, 

GVITVEESNT rCLOLELTEG '^'rfokGYISg ^VvtDPERCE 

221 231 
AVLEDPYILL USSKVSTUKD LLPLLEKVIG. 

Po-ypeo' j:t"r;orol lr7raSnT;,°'es^ " '"^T°^^" 

amino aad residues are ,n t e amTrefair^^^^^^ ^' leas, 4 oM.e 

-5 polypeptide of claim 2. " ""'^ residues are ,n tne 

4. The polypeptide of claim 3. further characteri-Prt tt,a. 

least one of amino acid residues F D K and r - - comprises m its amino ac.d seauence at 
polypeptide of claim 2. corresponding to positions 193. 194. 195 and 196 of tr.e 

5. The polypeptide of claim 4 comprising ,n its molecule tne am.nn 

50 polypeptide of claim 2. moiecuie tne ammo acic seauence 193-234 cf tne 

6. The polypeptide of claim 4 comonsmo m it^ mnmr....« ♦u 

polypeotide cf claim 2. comonsmg m its moiecuie the ammo aco sequence 193-203 of the 

7. The poiypeptiae of claim A comDnsinc in its moiprnin th. . 

polypeptide of claim 2. moiecuie the ammo aod seauence 160-196 of tne 

££ 6. Compound according to any one of claims 2 to - 

antigenicity and immunogenicity. ' coupiec to at least one radical ennancmg its 
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